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1. Introduction 
Mycophenolic-acid (MPA) is a selective, non-competitive inhibitor of Inosine-
Monophosphate-Dyhydrogenase (IMPDH) leading to the inhibition of the de-novo 
synthesis of guanosine-nucleotides. In human lymphocytes inhibition of IMPDH results in 
altered cellular proliferation with arrest in the S-phase of the cell cycle. Due to the absence of 
a salvage pathway, proliferating activated t-cells are severely affected by the inhibitory 
effects of MPA (1-3). For patients after renal transplantation MPA is used either as 
mycophenolate-mofetil (MMF, Cellcept) or as enteric-coated mycophenolate-Sodium (EC-
MPS, Myfortic) in daily doses of 2000 mg respectively 1440 mg per day. 
Since its introduction in immunosuppressive therapy more than ten years ago, 
Mycophenolate-Mofetil (MMF) is an established part of immunosuppressive therapy after 
renal transplantation. Still in the first publication of the landmark Tricontinental trial 
because of possibly dose-related side effects of the drug (CMV-infection, gastrointestinal 
disturbances, and increased cancer risk) the need for individualization depending on clinical 
course or other factors was mentioned (4).  
The usefulness of pharmacokinetic measurements of MMF was shown in early studies 
stating that the Area-under the curve (AUC) of MMF is predictive of the likelihood of 
allograft rejection after renal transplantation in patients receiving mycophenolate mofetil (5). 
To facilitate therapeutic drug monitoring different limited sampling strategies for adult and 
pediatric patients after renal transplantation were established (6-13). 
The two available preparations of MPA (MMF, EC-MPS) showed equivalent drug exposure 
measured by MPA-AUC when applied to the patients in equimolar doses. Therefore, both 
preparations are seen as equipotent (14-16).  
2. Pharmacokinetics of MPA 
MPA trough levels show relevant inter- and intraindividual variability especially in patients 
with elevated serum creatinine and proteinuria (17-19). Clinically important, low trough  
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levels are associated with an increased frequency of rejection (20), whereas elevated MPA 
trough levels are related to an increased risk for infections (21). Nevertheless, relevant 
correlations between MPA trough levels and MPA-AUC values could not be detected, 
therefore the usefulness of measuring trough levels in routine care of renal transplant 
recipients is doubted (22-24). 
2.1 Effect of immunosuppressive therapy on MPA pharmacokinetics 
Concomitant immunosuppressive therapy has major influence on MPA pharmacokinetics. For 
patients on Cyclosporine (CsA)  therapy lower MPA trough levels are observed (25). In 
addition, MPA trough levels increased after discontinuation of CsA resulting in almost a 
doubling of MPA trough concentrations (26). In general, the variability of MPA-AUC in 
patients with concomitant cyclosporine and steroid therapy seems to be low (27). However, in 
154 patients with an immunosuppressive therapy consisting of CsA, prednisone and MMF the 
mean MPA AUC increased after 21 days although mean MMF dose was reduced (28).  
For patients treated with tacrolimus (TAC) increased MPA trough levels are reported (29). 
Additionally, a randomized trial with 150 participants, patients receiving TAC and MMF 
displayed significantly higher MPA trough levels and higher MPA exposure measured by 
MPA-AUC than those receiving CsA and the same dose of MMF. Equivalent MPA levels 
could only be attained in patients receiving CsA by increasing the MMF dose by 50% (30). 
Similar results were obtained for pediatric renal transplantation (31). Interestingly, at least in 
japanese renal transplant patients, a difference for MPA-AUC in patients with different 
tacrolimus-trough levels could not be detected (32). At least, for renal transplant recipients  
limited sample strategies for MPA-AUC with concomitant medication of tacrolimus are 
established (33). 
In patients with Sirolimus (SRL) MPA exposure in the presence of SRL is higher than MPA 
exposure with CsA. Therefore it was recommended, that the MMF dose should be reduced 
to 0.75 g twice a day in patients receiving SRL to obtain MPA-AUC levels comparable to that 
in patients treated with CsA and MMF 1 g twice a day (8). These results were confirmed in a 
pharmacokinetic study in 31 renal transplant patients (34). It was also shown, that although 
MPA peak concentration and time to peak concentration was comparable, the MPA-AUC 
was higher in patients receiving SRL instead of CsA (35).  
Steroids have been shown to induce the hepatic glucuronyltransferase (GT) expression 
enhancing the activity of uridine diphosphate-GT, the enzyme responsible for mycophenolic 
acid (MPA) metabolism. Therefore, also for steroids interactions with MPA are reported. 
During a steroid tapering and withdrawal phase in 26 patients MPA trough levels 
progressively increased and plasma MPA clearance declined (36). 
2.2 Effect of concomitant therapy on MPA pharmacokinetics 
For patients in the maintenance phase after transplantation it is known, that MPA-AUC 
increases with declining transplant function (37). This effect may be modulated by 
concomitant medication. Beside immunosuppression, patients after renal transplantation 
have to use antiviral prophylaxis. At least for Ganciclovir no effect on MPA clearance in 
kidney transplant recipients was reported (38).  
With respect to the use of proton pump inhibitors the published results are unequivocally. 
In japanese patients, the peak MPA-concentrations were lower with 30 mg lansoprazole 
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than with 10 mg rabeprazole or without PPI. For patients with cytochrome (CYP) 2C19, and 
multidrug resistance (MDR)1 C3435T polymorphisms this was also seen for the MPA-AUC  
(39). 
Patients after heart transplantation with PPI co-medication show significantly lower MPA 
plasma concentrations resulting in lower drug exposure exposing the patients at a higher 
risk for acute rejection (40). Also in patients with autoimmune diseases the co-medication of 
pantoprazole with MMF significantly influences the drug exposure and immunosuppressive 
potency of MMF (41). In contrast, the recently published sub-analysis of the CLEAR-study 
reported no difference in MPA-AUC in patients with or without PPI-therapy when a 3g/d 
loading dose of MMF for 5 days used. However, MPA concentrations   2 h and 12 h after 
MMF intake were reduced (42).  
At least for heart transplant recipients no influence of pantoprazole on EC-MPS 
pharmacokinetics could be disclosed (43). 
Own results in 74 patients in the early and maintenance phase after renal transplantation 
showed a relevant reduction in normalized MPA-AUC (40,9 +/- 19,7 vs. 26,1 +/- 11,7 
mg/l*h; p<0,01) in patients with PPI co-medication. A difference between patients using 
either omeprazole or pantoprazole in MPA-AUC could not be detected.  (Rath et al., 
Congress of the German Transplantation Society, 2009) 
3. Clinical relevance of MPA-AUC 
3.1 MPA-AUC and acute rejection 
In different clinical trials, MPA drug exposure was correlated with the occurrence of biopsy 
proven acute rejection (BPAR). In a double blind trial aiming for three predefined target 
MPA AUC values the incidence of BPAR was lower in patients with MPA AUC values 
between 30 and 60 µg x h/ml (28). Similar results were reported for a group of 46 stable 
patients after renal transplantation, with better graft function in patients with a MPA AUC > 
40 µg/ml*h and for pediatric renal transplantation (20;44;45).  
Three randomized trials, the OPTICEPT study, the APOMYGRE-trial (Adaption de 
Posologie du MMF en Greffe Renale) and the FDCC study (fixed-dose versus concentration 
controlled) investigated the benefit of therapeutic drug monitoring for MMF in renal 
transplant recipients.  
The APOMYGRE Trial was a study in 137 allograft recipients treated with basiliximab, 
cyclosporine A, corticosteroids and MMF. Patients were randomized to receive either 
concentration-controlled doses or fixed-dose MMF. A novel Bayesian estimator of MPA 
AUC based on three-point sampling was used to individualize MMF doses. At month 12, 
the concentration-controlled group had fewer treatment failures and acute rejection 
episodes. Therefore, the authors conclude, that therapeutic MPA monitoring using a limited 
sampling strategy can reduce the risk of treatment failure and acute rejection in renal 
allograft recipients 12 months post-transplant with no increase in adverse events (46). 
The FDCC study  was a randomized trial in 901 patients after renal transplantation allocating 
patients to receive MMF either in a fix dose or in a concentration controlled manner aiming at 
a predefined MPA AUC of 45 mg*h/L. In general, there was no difference in the incidence of 
primary treatment failure or biopsy proved rejection. However, MPA-AUC levels at day 3 
after transplantation predicts the incidence of BPAR in the first year (47). 
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The OPTICEPT study was a 2-year, open-label, randomized, multicenter trial comparing the 
efficacy and safety of concentration-controlled MMF dosing with a fixed-dose regimen in 
720 kidney recipients. In patients with Tacrolimus, those with higher MMF exposure had 
less rejection episodes (48). 
Similarly, a recently published substudy of the FDCC-trial in patients with delayed graft 
function disclosed significantly lower dose-corrected MPA AUC on Day 3 and Day 10 in this 
patient group (49). 
3.2 MPA-pharmacokinetics and gastro-intestinal side effects 
It is known, that side effects of MMF are causing dose reductions in approximately 60% of 
the patients leading to a cumulative and increasing risk for acute rejection (50). In addition, 
gastrointestinal (GIT) side effects affect medical adherence of the patients with consecutive 
risk for graft failure (51). In addition, dose reductions of MMF are related to increased costs, 
mainly due to frequent hospitalization of the patients (52). 
USRDS data of 3589 patients with MMF prescription and GIT complaints revealed that 
dosage reduction or discontinuation of mycophenolate mofetil in the first 6 months after 
diagnosis of GI complications was associated with significantly increased risk of graft failure 
and increased healthcare costs in adult renal transplant recipients (53). Another report from 
USRDS data of 3675 patients with gastrointestinal complications under MMF and 
subsequent dose reduction also disclosed an increased risk for graft loss after dose reduction 
or discontinuation of MMF (54).  
The enteric coated preparation of mycophenolate (EC-MPS) is attributed to a lower rate of 
gastrointestinal side effects, but in a prospective study based on patient questionnaires the 
rate of gastrointestinal side effects was nearly identical between the two formulations (55). 
In addition, a double-blind study comparing MMF and the newly developed enteric-coated 
formulation of MPA (EC-MPS) showed no advantage for either of the drugs (56). In contrast, 
a large, prospective study in more than 700 renal transplant recipients disclosed a significant 
improvement in gastrointestinal adverse events after conversion from MMF to EC-MPS (57).  
A study in patients with GIT complaints under MMF switching to EC-MPS indicates that 
converting patients with mild, moderate or severe GI complaints from MMF to EC-MPS 
significantly reduces GI-related symptom burden and improves patient functioning and 
well-being (58). 
Also in liver transplant patients results are reported that converting patients with 
gastrointestinal complaints from MMF to equimolar doses of EC-MMF leads to a reduction 
of gastrointestinal-related symptom burden and frequency of stools (59). 
There is some evidence from pharmacokinetic studies that elevated MPA exposure 
correlates with the occurrence of gastrointestinal side effects. Some authors suggest that 
gastrointestinal side effects are related to exposure of the active substance MPA (60). Others 
report, that the occurrence of possibly MMF-related side effects corresponds with MPA-
AUC and MPA concentration 30 minutes after oral dose of 1000 mg (61). Also, a 
longitudinal study in 37 patients with 357 MPA measurements revealed higher trough levels 
in patients with MMF associated side effects(62). It is known that MPA trough levels >3 
mg/l, peak levels >8.09 mg/l and MPA-AUC > 37.6 mg*h/l may lead to adverse effects (63). 
Also in 31 patients after renal transplantation higher MPA-AUC (>60 mg*h/l) was 
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associated with side effects (64). Nevertheless, in a small pharmacokinetic study with 11 
hispanic renal transplant patients treated with EC-MPS the MPA-AUC does not correlate 
with overall Gastrointestinal Symptom Rating Scale scores or subscale scores (65). 
Also, a 5-year clinical follow-up study in 100 renal allograft recipients in whom MPA 
exposure was measured at 7 days, 6 weeks, 3 months, 1, 3, and 5 years post transplantation 
using abbreviated AUC measurements reported more episodes of leucopenia and  anemia 
with MPA AUC(0-12h) ranges >60 mg/L x h(-1). However, no association between incident 
episodes of diarrhea or infection and target MPA AUC (0-12 h) ranges (66). 
4. Pharmacodynamics of MPA 
4.1 Inhibition of IMPDH-activity 
Recently, pharmacodynamic measurement of MPA was introduced into clinical practice. 
Especially with the use of reversed-phase HPLC, it is possible to monitor the 
immunosuppressive effect of MPA in its target cell population by quantifying the activity of 
IMPDH. This nonradioactive method for specific measurement of IMPDH activity in 
isolated peripheral mononuclear cells was developed by direct chromatographic 
determination of produced xanthosine 5'-monophosphate (XMP). In the canine model MPA 
in therapeutic doses leads to an 50% inhibition of IMPDH-activity (67) . Application of a 
single dose of 1 g MMF in dialysis patients resulted in a significant inhibition of IMPDH 
activity in lysed mononuclear cells. IMPDH activity is inversely correlated to MPA blood 
concentrations and the IC (50) for in vitro inhibition of IMPDH activity was about 2 to 3 
µg/l. (68). In addition, others report, that IMPDH-activity on peak concentration of MPA is 
approximately 40% and could be suppressed for 8 hours (69). In general, it is assumed, that 
IMPDH activity has a substantial interindividual, but low intraindividual variability (70). 
This was also shown in pediatric patients (71). 
In addition, in renal allograft recipients an inverse relationship between plasma MPA and 
IMPDH activity within the dose interval was demonstrated and minimum IMPDH activity 
was a median 8 % of values pre-MMF dose, coinciding with the MPA peak. Six hours post-
dose, IMPDH activity had returned to pre-dose values. Patients receiving MMF had a 4.5-
fold higher pre-dose enzyme activity than transplanted patients without MMF (72).  Long-
term treatment with mycophenolate was associated with an induction of IMPDH activity 
(73). Also a study with 12 patients over two years showed an increase of type 1 IMPDH 
mRNA during the first 3 months following transplantation and reaching its maximal level 
during acute rejection episodes, whereas type2 IMPDH mRNA was stable (74). Interestingly, 
in 30 patients transplantation and the initiation of immunosuppressive therapy was 
associated with increased IMPDH1 and decreased IMPDH2 expression. In addition, patients 
with acute rejection during follow-up demonstrated higher IMPDH2 expression in 
pretransplant CD4+ cells than nonrejecting patients (75). Later, the same group described in 
detail the MMF concentration dependent modulation of IMPDH1 expression in renal 
allograft recipients (76). 
4.2 IMPDH-activity and acute rejection 
Measurement of IMPDH activity may be useful in estimating the degree of 
immunosuppression in individual patients in addition to applied MMF dose. When 
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comparing three patients groups with MMF doses of 1.0, 1.5 and 2.0 g/d there was no 
correlation between MPA-AUC (0-12) values and MMF dose detectable.  Also, the degree of 
inhibition of IMPDH activity was comparable in the three groups, indicating considerable 
interindividual pharmacodynamic variability (77). In a cross-sectional analysis patients 
experiencing acute rejection episodes had increased IMPDH activity during rejection 
episodes (78). Additional information was gained in a genotyping study in 191 kidney 
transplant patients. There, seventeen genetic variants were identified in the IMPDH1 gene 
with allele frequencies ranging from 0.2 to 42.7%. Two single-nucleotide polymorphisms, 
rs2278293 and rs2278294, were significantly associated with the incidence of biopsy-proven 
acute rejection in the first year post-transplantation (79). A similar study in 82 japanese 
transplant recipients found no difference in the incidence of subclinical acute rejection 
between IMPDH1 rs2278293 or rs2278294 polymorphisms (p = 0.243 and 0.735, 
respectively). However, the authors report that the risk of subclinical acute rejection for 
recipients who cannot adapt in therapeutic drug monitoring (TDM) of MPA seems to be 
influenced by IMPDH1 rs2278293 polymorphism (80). Also, in patients after renal 
transplantation high pre-transplant IMPDH-activity predisposes to subsequent MPA dose-
reductions and increases the risk for acute rejection (81). 
4.3 IMPDH activity and MMF or EC-MPS  
There is some discussion about the degree of IMPDH suppression with either MMF or EC-
MPS.  In a single-center, crossover study in patients treated with MMF and EC-MPS IMPDH 
activity inversely followed MPA concentrations and was inhibited to a similar degree 
(approximately 85%) by both formulations. In addition, the calculated value for 50% IMPDH 
inhibition was identical for both drugs (16). However, when comparing the 
pharmacodynamic activity of MMF and EC-MPS a series of 260 measurements in 110 
patients disclosed lower median IMPDH activity in the EC-MPS patients than in the MMF 
patients. This was especially pronounced in patients on 1440 mg/d EC-MPS compared with 
2000 mg/d MMF (82). 
Nevertheless, for EC-MPS a recently published pharmacokinetic study in 75 de-novo kidney 
transplant recipients randomly assigning the patients either to receive EC-MPS as standard 
dose  or as intensified dose revealed in an exploratory analysis of IMPDH activity that the 
intensified regimen resulted in significantly lower IMPDH activity on day 3 after 
transplantation (83). 
There is ongoing discussion about the effect of PPI therapy on pharmacokinetics of MMF 
and EC-MPS. In a cross-sectional analysis in 153 renal transplant recipients, we measured 
IMPDH-activity before the first daily dose of MMF or EC-MPS. We could not detect any 
statistical with respect to PPI intake, type or dosing of either MMF or EC-MPS (Congress of 
the German Transplant Society, 2009).  
5. Measuring IMPDH-activity 
5.1 Sample preparation 
Peripheral blood is collected in 5ml tubes with Li-heparin as anti-coagulant and stored at 
room temperature. Heparin is superior to EDTA as anti-coagulant since it maintains cell 
viability for longer time. Within four hours after arrival of the sample to the lab, and within 
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no more than two days of collection, the peripheral mononuclear cell fraction is isolated by 
density centrifugation according to a modified protocol from Glander et al. (2001). Li-
heparinized blood (2.5ml) is mixed with an equal volume of phosphate-buffered saline 
(PBS), carefully layered on 4ml Lymphodex (InnoTrain, Germany) density gradient 
centrifugation medium in a 15ml screw-cap polypropylene tube, and centrifuged at 1200 x g 
for 15 min without brake at room temperature.  
The mononuclear cell fraction is collected from the interphase and transferred into a fresh 
15ml screw-cap tube with 5ml PBS for washing. The cells are washed only once with PBS 
since repeated washing steps might cause diffusion of mycophenolate from the cells, 
resulting in over-estimation of the residual IMPDH activity. After centrifugation at 1200 x g 
for 10 min at room temperature, the supernatant is removed quantitatively. This step is 
crucial with respect to the assay validity, since only a minute fraction of the total 
mycophenolate is contained within the cells, while the vast majority (estimated 99%) is 
present in the plasma. Any trace of the supernatant might therefore still contain 
considerable amounts of mycophenolate, hence leading to a vast underestimation of the 
residual IMPDH activity. The cell pellet is resuspended in 250µl ice-cold HPLC-grade water, 
and 125µl of the sample are transferred into each of two 2ml screw-cap vials, one designated 
as working sample, the second as back-up. The vials are deep frozen at -80°C until assayed. 
In the same way, control cells from healthy probands are prepared; these cells will be 
included in each assay as an incubation control.  
5.2 IMPDH activity assay 
The residual IMPDH activity is assayed in a cell-free system. The patient samples and 
control cells are thawed at room temperature and vigorously vortexed for 30 seconds to 
support cell lysis; insoluble cell fragments are removed by centrifugation at 4000 x g for 5 
min at room temperature in a desktop centrifuge. Cell lysate (50µl) is added to 100µl 
incubation buffer containing 1 mmol/L inosine-monophosphate (IMP) as substrate, 0.5 
mmol/L NAD as co-substrate, 72 mmol/L sodium dihydrogen-phosphate, and 180 mmol/L 
potassium chloride (pH = 7.5). After adjusting the volume to 180ml with distilled water, the 
samples are incubated at 37°C in a heating block. In presence of NAD, IMPDH converts 
inosine-monophosphate to xanthine 5’-mono-phosphate. In the subsequent high-
performance liquid chromatography (HPLC) assay, the amount of synthesized xanthine 5’-
monophosphate is determined together with the amount of AMP, which serves as an 
internal standard for normalization to the cell count. 
After exactly 2.5 hours of incubation, the reaction is stopped by adding 20µl ice-cold 4mol/L 
perchloric acid. Precipitation of denatured protein is enhanced by incubating the samples at 
-20°C for 10 min. After centrifugation at 13000 rpm for 2 min in a desktop centrifuge, 170µl 
supernatant are transferred to a test tube containing 14µl 2.5 mol/L potassium carbonate 
solution for neutralization. The exact volume of potassium carbonate, required to achieve a 
final pH between pH 6 and pH 7, has to be determined for each lot of 4 mol/L perchloric 
acid and 2.5 mol/L potassium carbonate solution. Prior to HPLC analysis, the samples are 
deep-frozen at -20°C for at least 30 min, thawed, and centrifuged 5 min at 13000 rpm in a 
desktop centrifuge. 
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5.3 HPLC chromatography 
Determination of the amounts of xanthine-monophosphate and adenosine-monophosphate 
is carried out by ion-pair reversed-phase high-performance liquid chromatography on a 
computerized isocratic HPLC system from Shimadzu (Kyoto, Japan) consisting of a system 
controller SCL-10A VP, an HPLC pump LC-10AT VP, an autoinjector SIL-10AF, a column 
oven CTO-10AS VP, and an UV-VIS detector SPD-10A VP, controlled by Shimadzu LC 
Solution data collection software.  
For the assay 6µl of the samples are loaded onto a 250 mm x 3.1 mm Prontosil 120 to 5 ODS 
AQ column (Bischoff Chromatography, Leonberg, Germany). Column oven temperature is 
set to 40°C. Chromatographic separation is achieved using a mobile phase containing 50 
mmol/L potassium-dihydrogen-phosphate, 7 mmol/L tetra-n-butyl-ammonium hydrogen 
sulfate, and 6% (v/v) methanol at a flow rate of 1 mL/min. The analytes are detected at 254-
nm wavelength. Incubation efficacy is verified by including a sample from a healthy 
volunteer as incubation control in each incubation cycle. For calibration, two standards 
containing 500 and 2500 pmol xanthin-monophosphate and adenosin-monophosphate, 
respectively, in 0.4% BSA solution are processed in several independent experiments, and 
repeatedly measured, like the patient specimen: protein denaturation with perchloric acid 
followed by neutralization with potassium carbonate. This calibration curve allows to 
deduct the amount of XMP synthesized during incubation and the amount of AMP in the 
sample. The specific IMPDH activity is then expressed as pmol XMP synthesized per 
second, which is normalized to 1 pmol of AMP [pmol XMP/(pmol AMP s)]. 
6. Summary and conclusion 
Mycophenolic-acid (MPA) is a selective, non-competitive inhibitor of Inosine-
Monophosphate-Dyhydrogenase (IMPDH) leading to the inhibition of the de-novo 
synthesis of guanosine-nucleotides. In human lymphocytes inhibition of IMPDH results in 
altered cellular proliferation with arrest in the S-phase of the cell cycle. Due to the absence of 
a salvage pathway, proliferating activated t-cells are severely affected by the inhibitory 
effects of MPA. 
In patients after renal transplantation, MPA is a well-established part of 
immunosuppressive therapy, applied either as mycophenolate-mofetil (MMF, Cellcept) or 
as mycophenolate-sodium (MPS, Myfortic). MMF is used in prophylaxis of kidney rejection 
for nearly 15 years in daily doses of 2 – 3 g/d. The enteric-coated MPS is available since a 
few years; the recommended daily dose is 1440 mg/d. Both preparations are equipotent, 
when given in equimolar doses. 
In recent years drug monitoring of MPA gained more and more attention proving its 
usefulness in clinical setting. Relevant information could be collected by measuring MPA 
drug exposure by calculating the MPA-Area under the curve (MPA-AUC) with 
pharmacokinetic modeling allowing estimating the degree of immunosuppression. 
In different clinical studies MPA-AUC target concentrations of 30 – 60 µg*h/ml were 
correlated to a low rate of rejections and less occurrence of drug induced side effects. 
Clinically important, MPA metabolism is influenced not only by the choice of 
immunosuppressive medication, but also by renal function and concomitant medication.  
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Recently pharmacodynamic measurement of MPA was introduced into clinical practice. 
Especially with the use of reversed-phase HPLC, it becomes possible to monitor the 
immunosuppressive effect of MPA in its target cell population by quantifying the activity of 
IMPDH. IMPDH activity is inversely correlated to MPA blood concentrations. Maximum 
inhibition of IMPDH activity ranges between 60% and 80% and the reported IC (50) of 
IMPDH activity corresponds to MPA blood levels of 2-3 µ/l. In renal transplant recipients, 
IMPDH shows relevant inter-individual variability. However, pre-transplant IMPDH 
activity was predictive for increased risk of rejection when additional dose reductions of 
MMF were necessary. In a cross-sectional studies better transplant function was associated 
with lower IMPDH-activity and probably the usage of EC-MPS. Pharmacokinetic and 
pharmacodynamic parameters of MPA are influenced by additional immunosuppression. In 
addition, concomitant therapy especially the use of proton-pump inhibitors affects MPA-
levels, whereas an effect of IMPDH-activity, at least in renal transplant recipients could not 
be disclosed. Therefore, it can be concluded, that pharmacokinetic and pharmacodynamic 
measurements of MPA adds relevant information to improve clinical care of renal transplant 
recipients. 
7. References 
[1] Allison AC, Eugui EM. Purine metabolism and immunosuppressive effects of 
mycophenolate mofetil (MMF). Clin Transplant 1996 Feb;10(1 Pt 2):77-84. 
[2] Cohn RG, Mirkovich A, Dunlap B, Burton P, Chiu SH, Eugui E, et al. Mycophenolic acid 
increases apoptosis, lysosomes and lipid droplets in human lymphoid and 
monocytic cell lines. Transplantation 1999 Aug 15;68(3):411-8. 
[3] Dayton JS, Lindsten T, Thompson CB, Mitchell BS. Effects of human T lymphocyte 
activation on inosine monophosphate dehydrogenase expression. J Immunol 1994 
Feb 1;152(3):984-91. 
[4] A blinded, randomized clinical trial of mycophenolate mofetil for the prevention of acute 
rejection in cadaveric renal transplantation. The Tricontinental Mycophenolate 
Mofetil Renal Transplantation Study Group. Transplantation 1996 Apr 
15;61(7):1029-37. 
[5] Hale MD, Nicholls AJ, Bullingham RE, Hene R, Hoitsma A, Squifflet JP, et al. The 
pharmacokinetic-pharmacodynamic relationship for mycophenolate mofetil in 
renal transplantation. Clin Pharmacol Ther 1998 Dec;64(6):672-83. 
[6] Johnson AG, Rigby RJ, Taylor PJ, Jones CE, Allen J, Franzen K, et al. The kinetics of 
mycophenolic acid and its glucuronide metabolite in adult kidney transplant 
recipients. Clin Pharmacol Ther 1999 Nov;66(5):492-500. 
[7] Willis C, Taylor PJ, Salm P, Tett SE, Pillans PI. Evaluation of limited sampling strategies 
for estimation of 12-hour mycophenolic acid area under the plasma concentration-
time curve in adult renal transplant patients. Ther Drug Monit 2000 Oct;22(5):549-
54. 
[8] El HW, Ficheux M, Debruyne D, Rognant N, Lobbedez T, Allard C, et al. 
Pharmacokinetics of mycophenolic acid in kidney transplant patients receiving 
sirolimus versus cyclosporine. Transplant Proc 2005 Mar;37(2):864-6. 
www.intechopen.com
 
Renal Transplantation – Updates and Advances 
 
172 
[9] Miura M, Satoh S, Niioka T, Kagaya H, Saito M, Hayakari M, et al. Limited sampling 
strategy for simultaneous estimation of the area under the concentration-time curve 
of tacrolimus and mycophenolic acid in adult renal transplant recipients. Ther 
Drug Monit 2008 Feb;30(1):52-9. 
[10] Mohammadpour AH, Nazemian F, Abtahi B, Naghibi M, Gholami K, Rezaee S, et al. 
Estimation of abbreviated mycophenolic acid area under the concentration-time 
curve during early posttransplant period by limited sampling strategy. Transplant 
Proc 2008 Dec;40(10):3668-72. 
[11] Filler G. Abbreviated mycophenolic acid AUC from C0, C1, C2, and C4 is preferable in 
children after renal transplantation on mycophenolate mofetil and tacrolimus 
therapy. Transpl Int 2004 Mar;17(3):120-5. 
[12] Schutz E, Armstrong VW, Shipkova M, Weber L, Niedmann PD, Lammersdorf T, et al. 
Limited sampling strategy for the determination of mycophenolic acid area under 
the curve in pediatric kidney recipients. German Study Group on MMF Therapy in 
Pediatric Renal Transplant Recipients. Transplant Proc 1998 Jun;30(4):1182-4. 
[13] Weber LT, Schutz E, Lamersdorf T, Shipkova M, Niedmann PD, Oellerich M, et al. 
Therapeutic drug monitoring of total and free mycophenolic acid (MPA) and 
limited sampling strategy for determination of MPA-AUC in paediatric renal 
transplant recipients. The German Study Group on Mycophenolate Mofetil (MMF) 
Therapy. Nephrol Dial Transplant 1999;14 Suppl 4:34-5. 
[14] Arns W, Breuer S, Choudhury S, Taccard G, Lee J, Binder V, et al. Enteric-coated 
mycophenolate sodium delivers bioequivalent MPA exposure compared with 
mycophenolate mofetil. Clin Transplant 2005 Apr;19(2):199-206. 
[15] Arns W, Breuer S, Choudhury S, Taccard G, Lee J, Binder V, et al. Enteric-coated 
mycophenolate sodium delivers bioequivalent MPA exposure compared with 
mycophenolate mofetil. Clin Transplant 2005 Apr;19(2):199-206. 
[16] Budde K, Bauer S, Hambach P, Hahn U, Roblitz H, Mai I, et al. Pharmacokinetic and 
pharmacodynamic comparison of enteric-coated mycophenolate sodium and 
mycophenolate mofetil in maintenance renal transplant patients. Am J Transplant 
2007 Apr;7(4):888-98. 
[17] Merkel U, Lindner S, Vollandt R, Sperschneider H, Balogh A. Trough levels of 
mycophenolic acid and its glucuronidated metabolite in renal transplant recipients. 
Int J Clin Pharmacol Ther 2005 Aug;43(8):379-88. 
[18] Fernandez A, Marcen R, Pascual J, Martins J, Villafruela JJ, Cano T, et al. 
Mycophenolate mofetil levels in stable kidney transplant recipients. Transplant 
Proc 2007 Sep;39(7):2182-4. 
[19] Fernandez A, Martins J, Villlafruela JJ, Marcen R, Pascual J, Cano T, et al. Variability of 
mycophenolate mofetil trough levels in stable kidney transplant patients. 
Transplant Proc 2007 Sep;39(7):2185-6. 
[20] Oellerich M, Shipkova M, Schutz E, Wieland E, Weber L, Tonshoff B, et al. 
Pharmacokinetic and metabolic investigations of mycophenolic acid in pediatric 
patients after renal transplantation: implications for therapeutic drug monitoring. 
German Study Group on Mycophenolate Mofetil Therapy in Pediatric Renal 
Transplant Recipients. Ther Drug Monit 2000 Feb;22(1):20-6. 
www.intechopen.com
Pharmacokinetics and Pharmacodynamics of  
Mycophenolate in Patients After Renal Transplantation 
 
173 
[21] Smak Gregoor PJ, van Gelder T, van Riemsdijk-van Overbeeke IC, Vossen AC, 
Ijzermans JN, Weimar W. Unusual presentation of herpes virus infections in renal 
transplant recipients exposed to high mycophenolic acid plasma concentrations. 
Transpl Infect Dis 2003 Jun;5(2):79-83. 
[22] Mardigyan V, Giannetti N, Cecere R, Besner JG, Cantarovich M. Best single time points 
to predict the area-under-the-curve in long-term heart transplant patients taking 
mycophenolate mofetil in combination with cyclosporine or tacrolimus. J Heart 
Lung Transplant 2005 Oct;24(10):1614-8. 
[23] Jirasiritham S, Sumethkul V, Mavichak V, Na-Bangchang K. The pharmacokinetics of 
mycophenolate mofetil in Thai kidney transplant recipients. Transplant Proc 2004 
Sep;36(7):2076-8. 
[24] Pape L, Ehrich JH, Offner G. Long-term follow-up of pediatric transplant recipients: 
mycophenolic acid trough levels are not a good indicator for long-term graft 
function. Clin Transplant 2004 Oct;18(5):576-9. 
[25] Smak Gregoor PJ, van Gelder T, Hesse CJ, van der Mast BJ, van Besouw NM, Weimar 
W. Mycophenolic acid plasma concentrations in kidney allograft recipients with or 
without cyclosporin: a cross-sectional study. Nephrol Dial Transplant 1999 
Mar;14(3):706-8. 
[26] Gregoor PJ, de Sevaux RG, Hene RJ, Hesse CJ, Hilbrands LB, Vos P, et al. Effect of 
cyclosporine on mycophenolic acid trough levels in kidney transplant recipients. 
Transplantation 1999 Nov 27;68(10):1603-6. 
[27] Sumethkul V, Na-Bangchang K, Kantachuvesiri S, Jirasiritham S. Standard dose enteric-
coated mycophenolate sodium (myfortic) delivers rapid therapeutic mycophenolic 
acid exposure in kidney transplant recipients. Transplant Proc 2005 Mar;37(2):861-
3. 
[28] van Gelder T, Hilbrands LB, Vanrenterghem Y, Weimar W, de Fijter JW, Squifflet JP, et 
al. A randomized double-blind, multicenter plasma concentration controlled study 
of the safety and efficacy of oral mycophenolate mofetil for the prevention of acute 
rejection after kidney transplantation. Transplantation 1999 Jul 27;68(2):261-6. 
[29] Hubner GI, Eismann R, Sziegoleit W. Drug interaction between mycophenolate mofetil 
and tacrolimus detectable within therapeutic mycophenolic acid monitoring in 
renal transplant patients. Ther Drug Monit 1999 Oct;21(5):536-9. 
[30] Zucker K, Rosen A, Tsaroucha A, de Faria L, Roth D, Ciancio G, et al. Unexpected 
augmentation of mycophenolic acid pharmacokinetics in renal transplant patients 
receiving tacrolimus and mycophenolate mofetil in combination therapy, and 
analogous in vitro findings. Transpl Immunol 1997 Sep;5(3):225-32. 
[31] Filler G, Zimmering M, Mai I. Pharmacokinetics of mycophenolate mofetil are 
influenced by concomitant immunosuppression. Pediatr Nephrol 2000 
Feb;14(2):100-4. 
[32] Kagaya H, Miura M, Satoh S, Inoue K, Saito M, Inoue T, et al. No pharmacokinetic 
interactions between mycophenolic acid and tacrolimus in renal transplant 
recipients. J Clin Pharm Ther 2008 Apr;33(2):193-201. 
[33] Pawinski T, Hale M, Korecka M, Fitzsimmons WE, Shaw LM. Limited sampling 
strategy for the estimation of mycophenolic acid area under the curve in adult renal 
www.intechopen.com
 
Renal Transplantation – Updates and Advances 
 
174 
transplant patients treated with concomitant tacrolimus. Clin Chem 2002 
Sep;48(9):1497-504. 
[34] Picard N, Premaud A, Rousseau A, Le MY, Marquet P. A comparison of the effect of 
ciclosporin and sirolimus on the pharmokinetics of mycophenolate in renal 
transplant patients. Br J Clin Pharmacol 2006 Oct;62(4):477-84. 
[35] Cattaneo D, Merlini S, Zenoni S, Baldelli S, Gotti E, Remuzzi G, et al. Influence of co-
medication with sirolimus or cyclosporine on mycophenolic acid pharmacokinetics 
in kidney transplantation. Am J Transplant 2005 Dec;5(12):2937-44. 
[36] Cattaneo D, Perico N, Gaspari F, Gotti E, Remuzzi G. Glucocorticoids interfere with 
mycophenolate mofetil bioavailability in kidney transplantation. Kidney Int 2002 
Sep;62(3):1060-7. 
[37] Gonzalez-Roncero FM, Gentil MA, Brunet M, Algarra G, Pereira P, Cabello V, et al. 
Pharmacokinetics of mycophenolate mofetil in kidney transplant patients with 
renal insufficiency. Transplant Proc 2005 Nov;37(9):3749-51. 
[38] Wolfe EJ, Mathur V, Tomlanovich S, Jung D, Wong R, Griffy K, et al. Pharmacokinetics 
of mycophenolate mofetil and intravenous ganciclovir alone and in combination in 
renal transplant recipients. Pharmacotherapy 1997 May;17(3):591-8. 
[39] Miura M, Satoh S, Inoue K, Kagaya H, Saito M, Suzuki T, et al. Influence of lansoprazole 
and rabeprazole on mycophenolic acid pharmacokinetics one year after renal 
transplantation. Ther Drug Monit 2008 Feb;30(1):46-51. 
[40] Kofler S, Deutsch MA, Bigdeli AK, Shvets N, Vogeser M, Mueller TH, et al. Proton 
pump inhibitor co-medication reduces mycophenolate acid drug exposure in heart 
transplant recipients. J Heart Lung Transplant 2009 Jun;28(6):605-11. 
[41] Schaier M, Scholl C, Scharpf D, Hug F, Bonisch-Schmidt S, Dikow R, et al. Proton pump 
inhibitors interfere with the immunosuppressive potency of mycophenolate 
mofetil. Rheumatology (Oxford) 2010 Nov;49(11):2061-7. 
[42] Kiberd BA, Wrobel M, Dandavino R, Keown P, Gourishankar S. The role of proton 
pump inhibitors on early mycophenolic acid exposure in kidney transplantation: 
evidence from the CLEAR study. Ther Drug Monit 2011 Feb;33(1):120-3. 
[43] Kofler S, Wolf C, Shvets N, Sisic Z, Muller T, Behr J, et al. The proton pump inhibitor 
pantoprazole and its interaction with enteric-coated mycophenolate sodium in 
transplant recipients. J Heart Lung Transplant 2011 May;30(5):565-71. 
[44] Cattaneo D, Gaspari F, Ferrari S, Stucchi N, Del PL, Perico N, et al. Pharmacokinetics 
help optimizing mycophenolate mofetil dosing in kidney transplant patients. Clin 
Transplant 2001 Dec;15(6):402-9. 
[45] Weber LT, Shipkova M, Armstrong VW, Wagner N, Schutz E, Mehls O, et al. The 
pharmacokinetic-pharmacodynamic relationship for total and free mycophenolic 
Acid in pediatric renal transplant recipients: a report of the german study group on 
mycophenolate mofetil therapy. J Am Soc Nephrol 2002 Mar;13(3):759-68. 
[46] Le Meur Y, Buchler M, Thierry A, Caillard S, Villemain F, Lavaud S, et al. 
Individualized mycophenolate mofetil dosing based on drug exposure significantly 
improves patient outcomes after renal transplantation. Am J Transplant 2007 
Nov;7(11):2496-503. 
www.intechopen.com
Pharmacokinetics and Pharmacodynamics of  
Mycophenolate in Patients After Renal Transplantation 
 
175 
[47] van GT, Silva HT, de Fijter JW, Budde K, Kuypers D, Tyden G, et al. Comparing 
mycophenolate mofetil regimens for de novo renal transplant recipients: the fixed-
dose concentration-controlled trial. Transplantation 2008 Oct 27;86(8):1043-51. 
[48] Gaston RS, Kaplan B, Shah T, Cibrik D, Shaw LM, Angelis M, et al. Fixed- or controlled-
dose mycophenolate mofetil with standard- or reduced-dose calcineurin inhibitors: 
the Opticept trial. Am J Transplant 2009 Jul;9(7):1607-19. 
[49] van GT, Silva HT, de FH, Budde K, Kuypers D, Mamelok RD, et al. How delayed graft 
function impacts exposure to mycophenolic acid in patients after renal 
transplantation. Ther Drug Monit 2011 Apr;33(2):155-64. 
[50] Knoll GA, MacDonald I, Khan A, Van Walraven C. Mycophenolate mofetil dose 
reduction and the risk of acute rejection after renal transplantation. J Am Soc 
Nephrol 2003 Sep;14(9):2381-6. 
[51] Takemoto SK, Pinsky BW, Schnitzler MA, Lentine KL, Willoughby LM, Burroughs TE, 
et al. A retrospective analysis of immunosuppression compliance, dose reduction 
and discontinuation in kidney transplant recipients. Am J Transplant 2007 
Dec;7(12):2704-11. 
[52] Tierce JC, Porterfield-Baxa J, Petrilla AA, Kilburg A, Ferguson RM. Impact of 
mycophenolate mofetil (MMF)-related gastrointestinal complications and MMF 
dose alterations on transplant outcomes and healthcare costs in renal transplant 
recipients. Clin Transplant 2005 Dec;19(6):779-84. 
[53] Machnicki G, Ricci JF, Brennan DC, Schnitzler MA. Economic impact and long-term 
graft outcomes of mycophenolate mofetil dosage modifications following 
gastrointestinal complications in renal transplant recipients. Pharmacoeconomics 
2008;26(11):951-67. 
[54] Bunnapradist S, Lentine KL, Burroughs TE, Pinsky BW, Hardinger KL, Brennan DC, et 
al. Mycophenolate mofetil dose reductions and discontinuations after 
gastrointestinal complications are associated with renal transplant graft failure. 
Transplantation 2006 Jul 15;82(1):102-7. 
[55] Kamar N, Oufroukhi L, Faure P, Ribes D, Cointault O, Lavayssiere L, et al. 
Questionnaire-based evaluation of gastrointestinal disorders in de novo renal-
transplant patients receiving either mycophenolate mofetil or enteric-coated 
mycophenolate sodium. Nephrol Dial Transplant 2005 Oct;20(10):2231-6. 
[56] Budde K, Glander P, Diekmann F, Dragun D, Waiser J, Fritsche L, et al. Enteric-coated 
mycophenolate sodium: safe conversion from mycophenolate mofetil in 
maintenance renal transplant recipients. Transplant Proc 2004 Mar;36(2 
Suppl):524S-7S. 
[57] Sanchez-Fructuoso A, Ruiz JC, Rengel M, Andres A, Morales JM, Beneyto I, et al. Use of 
mycophenolate sodium in stable renal transplant recipients in Spain: preliminary 
results of the MIDATA study. Transplant Proc 2009 Jul;41(6):2309-12. 
[58] Chan L, Mulgaonkar S, Walker R, Arns W, Ambuhl P, Schiavelli R. Patient-reported 
gastrointestinal symptom burden and health-related quality of life following 
conversion from mycophenolate mofetil to enteric-coated mycophenolate sodium. 
Transplantation 2006 May 15;81(9):1290-7. 
www.intechopen.com
 
Renal Transplantation – Updates and Advances 
 
176 
[59] Robaeys G, Cassiman D, Verslype C, Monbaliu D, Aerts R, Pirenne J, et al. Successful 
conversion from mycophenolate mofetil to enteric-coated mycophenolate sodium 
(myfortic) in liver transplant patients with gastrointestinal side effects. Transplant 
Proc 2009 Mar;41(2):610-3. 
[60] Arns W. Noninfectious gastrointestinal (GI) complications of mycophenolic acid 
therapy: a consequence of local GI toxicity? Transplant Proc 2007 Jan;39(1):88- 
93. 
[61] Mourad M, Malaise J, Chaib ED, De MM, Konig J, Schepers R, et al. Correlation of 
mycophenolic acid pharmacokinetic parameters with side effects in kidney 
transplant patients treated with mycophenolate mofetil. Clin Chem 2001 
Jan;47(1):88-94. 
[62] Lu YP, Zhu YC, Liang MZ, Nan F, Yu Q, Wang L, et al. Therapeutic drug monitoring of 
mycophenolic acid can be used as predictor of clinical events for kidney transplant 
recipients treated with mycophenolate mofetil. Transplant Proc 2006 
Sep;38(7):2048-50. 
[63] Mourad M, Malaise J, Chaib ED, De Meyer M, Konig J, Schepers R, et al. 
Pharmacokinetic basis for the efficient and safe use of low-dose mycophenolate 
mofetil in combination with tacrolimus in kidney transplantation. Clin Chem 
2001;47(7):1241-8. 
[64] Mourad M, Malaise J, Chaib ED, De Meyer M, Konig J, Schepers R, et al. Correlation of 
mycophenolic acid pharmacokinetic parameters with side effects in kidney 
transplant patients treated with mycophenolate mofetil. Clin Chem 2001 
Jan;47(1):88-94. 
[65] Shah T, Tellez-Corrales E, Yang JW, Qazi Y, Wang J, Wilson J, et al. The 
pharmacokinetics of enteric-coated mycophenolate sodium and its gastrointestinal 
side effects in de novo renal transplant recipients of Hispanic ethnicity. Ther Drug 
Monit 2011 Feb;33(1):45-9. 
[66] Kuypers DR, de JH, Naesens M, de LH, Halewijck E, Dekens M, et al. Current target 
ranges of mycophenolic acid exposure and drug-related adverse events: a 5-year, 
open-label, prospective, clinical follow-up study in renal allograft recipients. Clin 
Ther 2008 Apr;30(4):673-83. 
[67] Langman LJ, Shapiro AM, Lakey JR, LeGatt DF, Kneteman NM, Yatscoff RW. 
Pharmacodynamic assessment of mycophenolic acid-induced immunosuppression 
by measurement of inosine monophosphate dehydrogenase activity in a canine 
model. Transplantation 1996 Jan 15;61(1):87-92. 
[68] Glander P, Braun KP, Hambach P, Bauer S, Mai I, Roots I, et al. Non-radioactive 
determination of inosine 5'-monophosphate dehydro-genase (IMPDH) in 
peripheral mononuclear cells. Clin Biochem 2001 Oct;34(7):543-9. 
[69] Langman LJ, LeGatt DF, Halloran PF, Yatscoff RW. Pharmacodynamic assessment of 
mycophenolic acid-induced immunosuppression in renal transplant recipients. 
Transplantation 1996 Sep 15;62(5):666-72. 
[70] Glander P, Hambach P, Braun KP, Fritsche L, Waiser J, Mai I, et al. Effect of 
mycophenolate mofetil on IMP dehydrogenase after the first dose and after long-
www.intechopen.com
Pharmacokinetics and Pharmacodynamics of  
Mycophenolate in Patients After Renal Transplantation 
 
177 
term treatment in renal transplant recipients. Int J Clin Pharmacol Ther 2003 
Oct;41(10):470-6. 
[71] Fukuda T, Goebel J, Thogersen H, Maseck D, Cox S, Logan B, et al. Inosine 
Monophosphate Dehydrogenase (IMPDH) Activity as a Pharmacodynamic 
Biomarker of Mycophenolic Acid Effects in Pediatric Kidney Transplant Recipients. 
J Clin Pharmacol 2010 Apr 23. 
[72] Vethe NT, Mandla R, Line PD, Midtvedt K, Hartmann A, Bergan S. Inosine 
monophosphate dehydrogenase activity in renal allograft recipients during 
mycophenolate treatment. Scand J Clin Lab Invest 2006;66(1):31-44. 
[73] Sanquer S, Breil M, Baron C, Dhamane D, Astier A, Lang P. Induction of inosine 
monophosphate dehydrogenase activity after long-term treatment with 
mycophenolate mofetil. Clin Pharmacol Ther 1999 Jun;65(6):640-8. 
[74] Sanquer S, Maison P, Tomkiewicz C, Macquin-Mavier I, Legendre C, Barouki R, et al. 
Expression of inosine monophosphate dehydrogenase type I and type II after 
mycophenolate mofetil treatment: a 2-year follow-up in kidney transplantation. 
Clin Pharmacol Ther 2008 Feb;83(2):328-35. 
[75] Bremer S, Mandla R, Vethe NT, Rasmussen I, Rootwelt H, Line PD, et al. Expression of 
IMPDH1 and IMPDH2 after transplantation and initiation of immunosuppression. 
Transplantation 2008 Jan 15;85(1):55-61. 
[76] Bremer S, Vethe NT, Rootwelt H, Bergan S. Expression of IMPDH1 is regulated in 
response to mycophenolate concentration. Int Immunopharmacol 2009 
Feb;9(2):173-80. 
[77] Brunet M, Martorell J, Oppenheimer F, Vilardell J, Millan O, Carrillo M, et al. 
Pharmacokinetics and pharmacodynamics of mycophenolic acid in stable renal 
transplant recipients treated with low doses of mycophenolate mofetil. Transpl Int 
2000;13 Suppl 1:S301-S305. 
[78] Chiarelli LR, Molinaro M, Libetta C, Tinelli C, Cosmai L, Valentini G, et al. Inosine 
monophosphate dehydrogenase variability in renal transplant patients on long-
term mycophenolate mofetil therapy. Br J Clin Pharmacol 2010 Jan;69(1): 
38-50. 
[79] Wang J, Yang JW, Zeevi A, Webber SA, Girnita DM, Selby R, et al. IMPDH1 gene 
polymorphisms and association with acute rejection in renal transplant patients. 
Clin Pharmacol Ther 2008 May;83(5):711-7. 
[80] Kagaya H, Miura M, Saito M, Habuchi T, Satoh S. Correlation of IMPDH1 gene 
polymorphisms with subclinical acute rejection and mycophenolic acid exposure 
parameters on day 28 after renal transplantation. Basic Clin Pharmacol Toxicol 2010 
Aug;107(2):631-6. 
[81] Glander P, Hambach P, Braun KP, Fritsche L, Giessing M, Mai I, et al. Pre-transplant 
inosine monophosphate dehydrogenase activity is associated with clinical outcome 
after renal transplantation. Am J Transplant 2004 Dec;4(12):2045-51. 
[82] Rath T, Kupper M. Comparison of inosine-monophosphate-dehydrogenase activity in 
patients with enteric-coated mycophenolate sodium or mycophenolate mofetil after 
renal transplantation. Transplant Proc 2009 Jul;41(6):2524-8. 
www.intechopen.com
 
Renal Transplantation – Updates and Advances 
 
178 
[83] Glander P, Sommerer C, Arns W, Ariatabar T, Kramer S, Vogel EM, et al. 
Pharmacokinetics and pharmacodynamics of intensified versus standard dosing of 
mycophenolate sodium in renal transplant patients. Clin J Am Soc Nephrol 2010 
Mar;5(3):503-11. 
www.intechopen.com
Renal Transplantation - Updates and Advances
Edited by Dr. Layron Long
ISBN 978-953-51-0173-4
Hard cover, 234 pages
Publisher InTech
Published online 29, February, 2012
Published in print edition February, 2012
InTech Europe
University Campus STeP Ri 
Slavka Krautzeka 83/A 
51000 Rijeka, Croatia 
Phone: +385 (51) 770 447 
Fax: +385 (51) 686 166
www.intechopen.com
InTech China
Unit 405, Office Block, Hotel Equatorial Shanghai 
No.65, Yan An Road (West), Shanghai, 200040, China 
Phone: +86-21-62489820 
Fax: +86-21-62489821
This book presents a nice international compilation of scholarly papers and chapters which address the latest
advances in renal transplant surgery. These works cover a variety of topics; the last advance and success of
renal transplant science: biochemistry, immunology, molecular genetics, pharmacology - pharmacogenetics,
pediatric transplant and a few rare uropathies that warrant organ replacement.
How to reference
In order to correctly reference this scholarly work, feel free to copy and paste the following:
Thomas Rath and Manfred Küpper (2012). Pharmacokinetics and Pharmacodynamics of Mycophenolate in
Patients After Renal Transplantation, Renal Transplantation - Updates and Advances, Dr. Layron Long (Ed.),
ISBN: 978-953-51-0173-4, InTech, Available from: http://www.intechopen.com/books/renal-transplantation-
updates-and-advances/pharmacokinetics-and-pharmacodynamics-of-mycophenolate-in-patients-after-renal-
transplantation
© 2012 The Author(s). Licensee IntechOpen. This is an open access article
distributed under the terms of the Creative Commons Attribution 3.0
License, which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited.
